The review found that gefitinib and docetaxel were associated with similar progression-free and overall survival rates in previously treated advanced non-small cell lung cancer. Gefitinib was associated with increased response rates and improved quality of life and tolerability. These conclusions require cautious interpretation due to the small number of studies, suboptimal trial quality and unexplained statistical heterogeneity.
Authors' objectives
To compare the efficacy and toxicity of gefitinib versus docetaxel for advanced previously treated non-small cell lung cancer.
Searching
PubMed and Cochrane Central Register of Controlled Trials (CENTRAL) were searched from inception to May 2009 for full-text studies in any language. Search terms were reported. The reference lists of original articles and reviews were checked for further studies.
Study selection
Eligible randomised controlled trials (RCTs) that compared the efficacy and toxicity of gefitinib versus docetaxel for histologically or cytologically confirmed stage IIIB or IV non-small cell lung cancer, previously treated with at least one course of chemotherapy. All the included studies were multi-centred. Participants were Korean, Japanese or of mixed ethnicity. Where reported, the median age was 57 to 63 years; 30 to 43% were female; 20 to 46% had never smoked; 13 to 48% had locally advanced disease; 55 to 78% had adenocarcinoma; and 63 to 96% had grade 0-1 performance status. No studies selected participants by epidermal growth factor receptor status.
Interventions were gefinitib 250mg daily or docetaxel 60 to 75mg/m² three weekly. In most studies treatment continued until disease progression, intolerable toxicity or discontinuation for other reasons. Outcomes reported in the review were overall and progression-free survival, response (Response Evaluation Criteria in Solid Tumours), quality of life (improvement rates using the Functional Assessment of Cancer Therapy-Lung or Trial Outcome Index), symptom improvement rates (Functional Assessment of Cancer Therapy-Lung subscale) and grade 3 or 4 toxicity.
The authors did not state how many reviewers performed the selection.
Assessment of study quality
Two reviewers independently evaluated trial quality with the Jadad scale of randomisation, double blinding, withdrawals and drop-outs. Studies were awarded a score up tof a maximum of 5.
Data extraction
Hazard ratios were extracted or calculated for survival outcomes, risk ratios (RRs) for response rates, quality of life and symptom improvement and odds ratios (ORs) for toxicity outcomes, all with 95% confidence intervals (CIs). Intentionto-treat data were used for survival and response rates and data on evaluable populations were used for other outcomes.
Two reviewers independently extracted the data; disagreements were resolved by discussion with a third reviewer.
Methods of synthesis
The studies were combined to calculate pooled hazard ratios, odds ratios and risk ratios, each with 95% confidence intervals. Numbers-needed-to-treat (NNT) were calculated for response rates. Heterogeneity was assessed using Χ². A fixed-effect model was used unless there was significant statistical heterogeneity (p<0.1), in which case a randomeffects model was used. Publication bias was assessed with a funnel plot, Begg's test and Egger's test.
There was no statistically significant difference in overall or progression-free survival between the gefitinib and docetaxel groups (four RCTs). Gefitinib was associated with a significantly higher response rate (RR 1.58, 95% CI 1.02 to 2.45, NNT 23; four RCTs) and quality of life (Functional Assessment of Cancer Therapy-Lung RR 1.55, 95% CI 1.27 to 1.88; 1,598 patients and Trial Outcome Index RR 1.86, 95% CI 1.43 to 2.42; 1,458 patients). There was no significant difference between the groups in symptom improvement. Gefitinib was associated with significantly less grade 3 or 4 neutropenia (OR 0.02, 95% CI 0.01 to 0.03; 2,053 patients) and fatigue (OR 0.47, 95% CI 0.32 to 0.70; 2,223 patients) but more rashes (OR 2.87, 95% CI 1.24 to 6.63; 2,223 patients). Rates of nausea, vomiting and diarrhoea were comparable.
There was significant heterogeneity for response rate (p=0.06) but not for other outcomes. No publication bias was detected.
